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DETAILED ACTION 
The preliminary amendments filed 9-10-02 has been entered into the record. 
Claims 1-20 are pending. 

Priority 

Applicant's claim for domestic priority under 35 U.S.C. 119(e) is acknowledged. 
However, the provisional application upon which priority is claimed fails to provide 
adequate support under 35 U.S.C. 112 for claims 1-20 of this application. 

According to the priority statement of 9/10/02, it appears that the claimed 
subject matter defined in the instant application is not supported by the parent 
application serial no. 10/006,867. Based on the information given by applicant and an 
inspection of the patent applications, the examiner has concluded that the subject matter 
defined in this application is not supported by the disclosure in any of the applications for 
which Applicants claim priority because the claimed subject matter does not have utility, 
enablement or written description in any of the prior applications for reasons set forth 
herein. Accordingly, the subject matter defined in claims 1-20 has an effective filing date 
of 5-8-02. 

Should the applicant disagree with the examiner's factual determination above, it is 
incumbent upon the applicant to provide the serial number and specific page number(s) of 
any parent application filed prior to 5-8-02 which specifically supports the particular claim 
limitation for each and every claim limitation in all the pending claims which applicant 
considers to have been in possession of and fully enabled for prior to 5-8-02. 

Drawings 

The drawings in this application have been approved by the braf tsperson. No 
further action is required by Applicants. 



Application/Control Number: 10/063,692 
Art Unit: 1645 



Page 3 



Specification 

The disclosure is objected to because of the following informalities: 

The lengthy specification has not been checked to the extent necessary to 
determine the presence of all possible minor errors. Applicants cooperation is requested 
in correcting any errors of which applicant may become aware in the specification. 

The title and abstract of the invention are not descriptive of the now claimed 
invention. A new title and abstract are required that is clearly indicative of the invention 
to which the claims are directed. 

The disclosure is objected to because it contains an embedded hyperlink and/or 
other form of browser-executable code at least at page 35. Applicant is required to 
delete the embedded hyperlink and/or other form of browser-executable code. See MPEP 
§ 608.01. Applicants should review the lengthy specification for other browser- 
executable code and delete or amend appropriately. 

The use of the trademark ATCC™ has been noted in this application. They should 
be capitalized wherever it appears and be accompanied by the generic terminology. 

Although the use of trademarks is permissible in patent applications, the 
proprietary nature of the marks should be respected and every effort made to prevent 
their use in any manner which might adversely affect their validity as trademarks. For 
example, the trademark American Type Culture Collection (ATCC ™) needs to be 
recognized wherever it appears. 



Information Disclosure Statement 



Application/Control Number: 10/063,692 
Art Unit: 1645 



Page 4 



The information disclosure statement filed 9-17-02 has been considered with the 
exception of the BLAST sequences. The BLAST results demonstrate that applicants are 
ware of nucleic acids with identity/homology to the one claimed herein. However, as the 
BLAST results do not give sufficient identifying information, the Examiner cannot 
determine if said sequences constitute prior art. 
An initialed copy is enclosed. 

Claim Objections 

Claims 1-20 are objected to because of the following informalities: the claims 
improperly reference Figures. Referencing figures in a claim is only proper when the 
information contained therein cannot be represented in any other manner (AAPEP 
2173.05(s)). Further, the sequence rules require sequences to be claimed by their 
appropriate sequence identifier number and not Figure number. Appropriate correction is 
required. 

Claim Rejections - 35 USC § 101 
35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or 
composition of matter, or any new and useful improvement thereof, may obtain a 
patent therefore, subject to the conditions and requirements of this title. 

The pending claims have been reviewed in light of the Utility Examination 
Guidelines and Guidelines for Examination of Patent Applications under 35 USC 112, first 
paragraph, "Written Description" Requirement, Federal Register, Vol. 66, No. 4, pages 
1092-111, Friday, January 5, 2001. 
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Claims 1-20 are rejected under 35 U.S.C. 101 because the claimed invention lacks 
patentable utility due to its not being supported by a specific, substantial and credible 
utility or, in the alternative a well-established utility. 

The claims are drawn to a nucleic acid encoding the polypeptide shown in Figure 38 
(SEQ ID NO:38), fragments and percentage variants thereof encoded by SEQ ID NO:38. 
The nucleic acid of SEQ ID NO:37 corresponds to PR01344 a cDNA corresponding to 
DNA 58723-1588 referenced in the specification. The specification does not disclose any 
secondary or tertiary structural features of this polypeptide, nor does it assert that the 
polypeptide has any homology with known, characterized polypeptides. The instant 
specification does not disclose any additional information regarding PR01344 such as 
subcellular location, timing of regulation during cellular differentiation, which hormones or 
transcription factors regulate PR01344, and what physiological significance PR01344 
plays. Therefore, it is a totally new, uncharacterized polynucleotide and polypeptide with 
no well-established utility. 

The specification generally asserts that all of the disclosed PRO polynucleotides 
will be useful for a number of purposes; however, none of these asserted uses meet the 
three-pronged requirement of 35 U.S.C. § 101 regarding utility, namely, that the asserted 
utility be credible, specific and substantial. The asserted utilities will each be addressed 
in turn. 

1) the PRO polynucleotide can be used as hybridization probes to isolate similar 
sequences, in chromosome and gene mapping, in the generation of anti-sense RNA and 
DNA, and in the recombinant production of the encoded polypeptide: This asserted utility 
is not specific or substantial. Since the same can be done with any polynucleotide, the 
asserted utility is not specific to the claimed PR01344 polynucleotides. Furthermore, 
since the specification does not disclose how PR01344 can be used, significant further 
research would be required of the skilled artisan to determine how to use the 
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polynucleotide or the encoded polypeptide. Since the asserted utility is not presented in a 
ready to use, real-world application, the asserted utility is not substantial. 

2) the PRO polynucleotide can be used to make knock- in or knock-out transgenic 
animals: This asserted utility is not specific or substantial. Since the same can be done 
with any polynucleotide, the asserted utility is not specific. Also, the specification does 
not provide any information regarding the phenotype of the resulting animals, or what they 
can be used for (e.g., a model system for a specific disease). Therefore, the asserted 
utility is not substantial, as further research would need to be done before the asserted 
utility is in currently available form. 

3) the PRO polynucleotide can be used in gene therapy: This asserted utility is not 
specific or substantial. Since a defect in any polypeptide is likely to cause a disease of 
some sort, every polynucleotide encoding a polypeptide is a target for gene therapy. Thus, 
the asserted utility is not specific to the claimed PR01344 polynucleotide. Furthermore, 
the specification does not disclose a nexus between any specific disease states and a 
change in amount or form of PR01344. Significant further research would have to be 
conducted to identify such a nexus. Therefore, the asserted utility is not substantial. 

4) the PRO polynucleotide can be used in tissue typing: This asserted utility is not 
specific or substantial. With the exception of a few housekeeping genes, all 
polynucleotides have a tissue specific pattern of expression, and thus virtually any 
polynucleotide can be used in tissue typing. Thus, the asserted utility is not specific to 
PR01344. 

5) the PRO polynucleotide can be used to screen for compounds that interact with 
it: Since the same can be done with any polynucleotide, the asserted utility is not specific 
to the claimed PR01344 polynucleotides. Furthermore, since no activity has been assigned 
to PR01344, the compounds identified by such screening would have to be subjected to 
rigorous experimentation to determine how they are useful. Therefore, the asserted 
utility is also not substantial. 
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6) the Pro polynucleotide can be used in tumor/cancer diagnostics or therapeutics: 
The specification also discloses that PR01344 was tested using quantitative PCR 
amplification reactions with cDNA libraries isolated from different human tumor and 
normal human tissue samples and analyzed by agarose gel electrophoresis so as to obtain a 
quantitative determination of the level of expression of the nucleic acid encoding the PRO 
polypeptide (specification page 140). The specification teaches that the differential 
expression in one or more tumor tissues as compared to one or more normal tissues of the 
same tissue type renders the molecule useful diagnostically for the determination of the 
presence or absence of tumor in a subject suspected of possessing a tumor as well as 
therapeutically as a target for the treatment of a tumor in a subject possession such a 
tumor. mRNA encoding the PR01344 polypeptide (DNA58723-1588) was reported as 
"more highly expressed in" normal stomach, kidney tumor and normal skin as compared to a 
stomach tumor, normal kidney and melanoma tumor (specification page 141). The 
specification is devoid of teaching of the number of samples tested, the statistical 
significance if any of the "more highly expressed" and the specific probe used for the 
alleged quantitative analysis performed. The data presented are not quantitative and as 
such, the relevance as compared to the recited control is ambiguous. Further, it appears 
that normal cells such as stomach and skin express the nucleic acid more highly as 
compared to tumors. As such, since the cDNA, proteins or antibodies are not described as 
being specifically correlated with a specific type of cancer the skilled artisan could not 
distinguish tumors from non-tumors based on the alleged "more highly expressed" criteria 
only. Therefore, the asserted use as diagnostic marker or targets of therapeutic 
intervention are not persuasive to impart a specific utility. This relevance of the asserted 
higher expression very vague, and does not disclose what mathematical calculations, if any, 
were used to establish significance of the finding across a variety of samples from 
different patients. Therefore, the apparent single data point presented in the 
quantitative PCR is preliminary at best, and cannot be evaluated or repeated independently 
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by the skilled artisan. Clearly, further research would be required of the skilled artisan to 
establish the statistical significance if any, and whether and how a probe used in the PCR 
assay could be used as diagnostic markers or therapeutic targets. Such further 
experimentation indicates that the asserted utility is not in currently available form for 
the disclosed nucleic acid of SEQ ID NO:37. Furthermore, the literature indicates that 
such results are to be evaluated very critically. For example, Hu et al. (2003, Journal of 
Proteome Research 2:405-412) analyzed 2286 genes that showed a greater than 1-fold 
difference in mean expression level between breast cancer samples and normal samples in 
a microarray (p. 408, middle of right column). Hu et al. discovered that, for genes 
displaying a 5-fold change or less in tumors compared to normal, there was no evidence of 
a correlation between altered gene expression and a known role in the disease. However, 
among genes with a 10-fold or more change in expression level, there was a strong and 
significant correlation between expression level and a published role in the disease (see 
discussion section). Therefore, in the absence of a statistical significance of the data and 
quantitative evaluation it would appear that the relationship between the reported "higher 
expression" as it relates to tumor formation and role in tumor formation or role in normal 
cells remains to be established. Consequently, any relevance with respct to using the 
nucleic acid, protein or antibody for therapeutic purposes remains to be established. With 
respect to the nucleic acids encoding the polypeptides, it is noted that the art establishes 
that increased mRNA production does not necessarily lead to increased protein production. 
Haynes et al. (Electrophoresis, 19:1862-1871, 1998) found 11 a general trend" but no 
significant correlation between nucleic acid level and translation and protein levels. 
Further, Haynes et al teach that polypeptide levels cannot be accurately predicted from 
mRNA levels and that variances as much as 40-fold or even 50-fold were not uncommon (p 
1863). Haynes et al used yeast as an art-accepted model for eukaryotic systems. 
Further, the lack of demonstrable correlation of mRNA expression levels with protein 
levels was so well known in the art at the time of filing, it was reported in a general text 



Application/Control Number: 10/063,692 
Art Unit: 1645 



Page 9 



book. Lewin (Genes VI (1997) Chapter 29, pages 847-848) teaches that the concept that 
transcription levels do not correlate with protein levels was so well known to the art that 
it was presented in a textbook. Lewin, Genes VI (1997) Chapter 29, pages 847-848 which 
specifically teaches "... production of RNA cannot be inevitably be equated with production 
of protein...." (page 487, column 2, last paragraph . This concept reconfirmed by a variety 
of studies such as that evidenced by Gokman-Polar et al (Cancer Research 61:1375-1381, 
2001) that indicates the absence of any necessary correlation between increased mRNA 
levels and increased protein levels. Gokman-Polar et al that teach "Quantitative reverse 
transcription-PCR analysis revealed that the PKC mRNA levels do not directly correlate 
with PKC protein levels, indicating that PKC isoenzyme expression is likely regulated at the 
posttranscriptional/translational level" (see abstract). Gokman-Polar et al show in Figure 
6-7 that there is no increasing mRNA expression for any of the isoenzymes, while the 
protein is significantly overexpressed as shown by Figure 4-5. Anderson et al teach that 
"Despite extensive work on the regulation of many individual genes, little attention appears 
to have been paid to the global question of the relation between mRNA and corresponding 
cellular protein abundances.." (Anderson et al , Electrophoresis, 18:533-537, 1997; see 
page 536, column 2.). Anderson et al teach that the correlation is 0.48 and indicates that 
the two major phages of gene expression regulation are of approximately equal importance 
in determining the net output of protein. Reanalysis of the data of Kawamoto et al, 
indicates that the correlation is coefficient is poor when one gene product, well separated 
from the gene cluster is omitted from the calculation (Anderson et al page 536, column 2, 
first full paragraph). Further, the lack of correlation between mRNA levels and protein 
levels in cancer is demonstrated by Chen et al (Molecular and Cellular Proteomics, 1:304- 
313, April 2002). Chen et al indicate that "Using a quantitative analysis of mRNA and 
protein expression within the same lung adenocarcinomas, we showed that only a subset of 
the proteins exhibited a significant correlation with mRNA abundance." (see Chen et al 
page 304, column 1, abstract). As such, not all cancer protein have a correlation and 
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therefore, in the absence of any specific evidence to the contrary with respect to the 
polypeptide, variants thereof or antibodies that bind them, there is reason to doubt the 
asserted truth of the assertion of utility. Therefore, the skilled artisan immediately 
recognizes that, at the time of the invention, that no direct correlation between gene 
amplif ication/mRNA levels and increased polypeptide levels necessarily exists, no dogma 
exists between mRNA and polypeptide levels (for which neither are disclosed within the 
instant specification for polypeptide). Given the totality of the evidence provided by 
Haynes et al, Anderson et al, Chen et al and Lewin et al, it is clear that those skilled in the 
art would not assume that an alleged increase in gene copy number or increase in mRNA 
levels would correlate with increased polypeptide levels. One skilled in the art would have 
to do further research to determine whether or not the polypeptide levels were higher, 
and whether the higher levels were statistically significant. As such, the claimed nucleic 
acid encoding the protein does not have utility, because the protein perse has no utility. 

Thus, the proposed use of the PR01344 polynucleotides as diagnostic markers and 
therapeutic targets are simply starting points for further research and investigation into 
potential practical uses of the polynucleotides, encoded polypeptides and antibodies that 
bind the polypeptides. "The basic quid pro quo contemplated by the Constitution and the 
Congress for granting a patent monopoly is the benefit derived by the public from an 
invention with substantial utility", [u]nless and until a process is refined and developed to 
this point-where specific benefit exists in currently available form- there is insufficient 
justification for permitting an application to engross what may prove to be a broad filed", 
and "a patent is not a hunting license". "[i]t is not a reward for the search, but 
compensation for its successful conclusion." Similarly, the other listed and asserted 
utilities in the specification as exemplified by the other Examples are not particularly 
disclosed with respect to the claimed polynucleotide encoding a protein or are neither 
substantial nor specific due to being generic in nature and applicable to a myriad of such 
proteins. (Brenner v. Manson, 148 USPQ 689 (Sus. Ct. 1996). Additionally, the courts have 
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held that the disclosure is insufficient when testing is necessary to determine the actual 
use or possible lack of use (In re Kirk and Petrow (CCPA) 153 USPQ 48). Note, because 
the claimed invention is not supported by a specific and substantial asserted utility for the 
reasons set forth above, credibility has not been assessed. Neither the specification as 
filed nor any art of record discloses or suggests any property or activity for the nucleic 
acid per se, the polynucleic acid encoding the PRO polypeptide or the anti-PRO antibody 
that binds the polypeptide such that another non-asserted utility would be well 
established for the instantly claimed compounds. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 
The specification shall contain a written description of the invention, and of the 
manner and process of making and using it, in such full, clear, concise, and exact 
terms as to enable any person skilled in the art to which it pertains, or with which it 
is most nearly connected, to make and use the same and shall set forth the best 
mode contemplated by the inventor of carrying out his invention. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out 

and distinctly claiming the subject matter which the applicant regards as his 

invention. 

Claims 1-20 are also rejected under 35 U.S.C. 112, first paragraph. Specifically, 
since the claimed invention is not supported by either a specific and substantial asserted 
utility or a well established utility for the reasons set forth above, one skilled in the art 
clearly would not know how to use the claimed invention. 
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Claims 1-6, 9, 10 and 14-20 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably convey 
to one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. This is a written description rejection. 

The claims are drawn to nucleic acids encoding polypeptides having at least 80%, 
85%, 90%, 95% or 99% sequence identity with a particular disclosed sequence or a 
sequence that hybridizes to a particular sequence. The claims are also drawn to fragments 
such as "the extracellular domain of a polypeptide lacking its associated signal peptide" or 
u the extracellular domain" of the polypeptide per se. The claims do not require that the 
nucleic acid possess any particular biological activity, nor any particular conserved 
structure, or other disclosed distinguishing feature. Thus, the claims are drawn to a genus 
of polypeptides that is defined only by sequence identity or undefined structure. 

To provide adequate written description and evidence of possession of a claimed 
genus, the specification must provide sufficient distinguishing identifying characteristics 
of the genus. The factors to be considered include disclosure of complete or partial 
structure, physical and/or chemical properties, functional characteristics, 
structure/function correlation, methods of making the claimed product, or any combination 
thereof. In this case, the only factor present in the claim is a partial structure in the 
form of a recitation of percent identity or undefined fragment thereof. There is not even 
identification of any particular portion of the structure that must be conserved. 
Accordingly, in the absence of sufficient recitation of distinguishing identifying 
characteristics, the specification does not provide adequate written description of the 
claimed genus. 

Vas-Cath Inc. v. Mahurkar, 19USPQ2d 1111, clearly states "applicant must convey 
with reasonable clarity to those skilled in the art that, as of the filing date sought, he or 
she was in possession of the invention. The invention is, for purposes of the 'written 
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description' inquiry, whatever is now claimed." (See page 1117.) The specification does not 
"clearly allow persons of ordinary skill in the art to recognize that [he or she] invented 
what is claimed." (See Vas-Cath at page 1116). As discussed above, the skilled artisan 
cannot envision the detailed chemical structure of the encompassed genus of 
polynucleotides and encoded polypeptides, and therefore conception is not achieved until 
reduction to practice has occurred, regardless of the complexity or simplicity of the 
method of isolation. Adequate written description requires more than a mere statement 
that it is part of the invention and reference to a potential method of isolating it. The 
compound itself is required. See Fiers v. Revel, 25 USPQ2d 1601 at 1606 (CAFC 1993) and 
Amgenlncv. Chugai Pharmaceutical Co. Ltd, 18 USPQ2d 1016. 

One cannot describe what one has not conceived. See Fiddes v. Baird, 30 USPQ2d 
1481 at 1483. In Fiddes, claims directed to mammalian FGF's were found to be 
unpatentable due to lack of written description for that broad class. The specification 
provided only the bovine sequence. 

Further, the specification and Figure 38 in particular, does not teach the claimed 
extracellular domain structure of SEQ ID NO:38. The specification does not teach any 
subsequence of the polypeptide of SEQ ID NQ:38 or Figure 38 that corresponds to an 
extracellular domain or extracellular domain lacking a signal sequence as recited in the 
claims. Therefore, the specification as filed does not set forth in a clear manner or in 
such a way as to reasonably convey to one skilled in the relevant art that the inventors, at 
the time the application was filed, had possession of the variants or fragments of the 
polypeptide as now claimed. 

Therefore, only an isolated nucleic acid encoding a polypeptide comprising the amino 
acid sequence set forth in SEQ ID NO:38, but not the full breadth of the claim meets the 
written description provision of 35 U.S.C. §112, first paragraph. Applicant is reminded 
that Vas-Cath makes clear that the written description provision of 35 U.S.C. §112 is 
severable from its enablement provision (see page 1115). 
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Claims 1-6 and 13-20 are rejected under 35 U.5.C. 112, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which was 
not described in the specification in such a way as to enable one skilled in the art to which 
it pertains, or with which it is most nearly connected, to make and/or use the invention. 

The specification at pages 120-123 lacks complete deposit information for the 
deposit of the full length cbNA encoding the claimed polypeptide deposited at the 
American Type Culture Collection as set forth in embodiment (e) of claims 1-6, 13, 14 and 
claims 15-20 as dependent there from. It is not clear that the deposit is known and 
publicly available or can be reproducibly isolated from nature without undue 
experimentation or if it is the same as SEQ lb NO:37 encoding the polypeptide of SEQ 
ID NO:38 or contains additional nucleic acid sequences that encode additional amino acid 
residues. As such, a deposit for patent purposes is required. The referral to the deposit 
on page 123 is an insufficient assurance that all required deposits have been made and all 
the conditions of 37 CFR 1.801-1.809 have been met. The specification states that 
pursuant to an "agreement" between Genentech, Inc. and the ATCC™, permanent 
unrestricted availability to the public of the progeny of the culture upon issuance of "the 
pertinent US Patent" is provided for. This is insufficient because agreements are 
contracts that are revocable and the conditions therein are revocable. Further, it is 
unclear what would be considered the "pertinent US Patent". As such, Applicants are 
required to provide assurances that All restrictions upon pubic access to the ATCC™ 
accession number 203133 as specifically claimed, will be "irrevocably removed upon the 
grant of a patent from this application" specifically using this exact language. Since 
"agreements" are subject to revocation, this assurance is required for patent purposes. 
The assurances should be made by an affidavit or declaration by Applicants or Assignees 
or a statement by an attorney of record who has authority and control over conditions of 
the deposit over his or her signature and registration number. Applicants are specifically 
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directed to MPEP 2424.01 that states "with one possible exception (37 CFR 1.808(b)), that 
all restrictions on the accessibility be irrevocably removed by the applicant upon the 
granting of the patent" are required see Ex parte Hildebrand, 15 USPQ2d 1662 (Bd. Pat. 
App. & Int. 1990). Further, the statement is not in compliance with MPEP 1.806 that 
requires "A deposit made before or during pendency of an application for patent shall be 
made for a term of at least thirty (30) years and at least five (5) years after the most 
recent request for the furnishing of a sample of the deposit was received by the 
depository. In any case, samples must be stored under agreements that would make them 
available beyond the enforceable life of the patent for which the deposit was made." 

Claims 1-6, 9, 10, 14-20 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

As to all of the recited claims. The claims comprise the limitations that the 
claimed nucleic acid encoding the polypeptide comprise an "extracellular domain" or "the 
extracellular domain lacking its associated signal peptide", and "the extracellular domain" 
is not defined in the specification or claims. These limitations are indefinite because 
neither the figure nor the specification define or teach the metes and bounds of these 
specific fragments. Further, if the protein has an extracellular domain, the recitation of 
"the extracellular domain"..."lacking its associated signal sequence" is indefinite as a signal 
sequence is not generally considered to be part of an extracellular domain, as signal 
sequences are cleaved from said domains in the process of protein production in the cell. 

Additionally, claim 15 recites "hybridization under stringent conditions". Neither 
the specification nor the art define these conditions unambiguously. Therefore, the 
skilled artisan would be unable to determine the metes and bounds of the claimed invention 
in the absence of a recitation of clear, definite hybridization conditions in the claims. 
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Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a 
foreign country or in public use or on sale in this country, more than one year prior 
to the date of application for patent in the United States. 

(e) the invention was described in a patent granted on an application for patent by 
another filed in the United States before the invention thereof by the applicant 
for patent, or on an international application by another who has fulfilled the 
requirements of paragraphs (1), (2), and (4) of section 371(c) of this title before 
the invention thereof by the applicant for patent. 

Claims 1-20 are rejected under 35 U.S.C. 102(b) as being anticipated by Baker et al 
(WO 99/63088, published 12-9-99). 

Baker et al teach a nucleic acid that is 100% identical as compared to SEQ lb 
NO:37 and encodes a polypeptide of SEQ ID NO:38 (see attached alignment). Baker et al 
teach the mature protein lacking the signal sequence (see pages 147-149). Baker et al 
teach the nucleic acid in an expression vector and the expression vector in a suitable host 
cell such as E. coli, yeast or CHO cells (see pages 352-355). As such Baker et al 
anticipates the instantly claimed invention. 

Claims 1-6, 9, 10 and 14-20 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Barnes et al (WO 00/18904, published 06 April 2000). 
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Barnes et al teach a nucleic acid encoding a protein named Tango 215. The nucleic 
acid of Barnes et al is 99% identical as compared with SEQ ID NO: 37 and encodes a 
polypeptide that is 99.8% identical as compared with SEQ lb NO:38 (see attached 
alignments). Barnes et al teach the mature polypeptide (i.e. lacking the signal sequence at 
page 46). Barns et al teach expression vectors and host cells comprising the expression 
vectors. Barns et al teach E coli , yeast cells and mammalian cells as host cells for 
recombinant production of the encoded protein (see page 5, lines 10-19; page 76-83). 
Barnes et al teach nucleic acids that hybridize to the nucleic acids described therein 
under standard conditions and f ragmetns thereof (see page 49, lines 14-29 and page 53). 
In the absence of a defined extracellular domain in the specification and the claims, the 
nucleic acid of the prior art is deemed 100% identical to an extracellular portion of the 
claimed nucleic acid and as such meets the markush members (c-d) of claims 1-6, 14-16 
and dependent claims 9, 10 and 17-20. Further, the prior art meets claims 1-5 as it 
anticipates embodiments (a, b, e, f and g). 

Claims 14-16 are rejected under 35 U.S.C. 102(e) as being clearly anticipated by 
Robinson et al (US Patent No. 6,331,427 issued 12-18-01, filed March 26, 1999). 

Robinson et al teach SEQ ID NO:179. SEQ ID NO:179 is 99.8% similar to residues 
381-800 of SEQ ID NO:37 (see attached alignment). The sequences have more than 100 
consecutive nucleotide residues that are identical. Therefore, the sequence of the prior 
art would inherently hybridize to SEQ ID NO:37 or any of the nucleic acids encoding SEQ 
ID NO:38. 

Since the Office does not have the facilities for examining and comparing 
applicant's nucleic acid with that of the prior art, the burden is on applicant to show a 
novel or unobvious difference between the claimed product and the product of the prior 
art (i.e., that the nucleic acid of the prior art does not possess the same functional 
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characteristics of the claimed nucleic acid). See In re Best, 562 F.2d 1252, 195 USPQ 
430 (CCPA 1977) and In re Fitzgerald 'et al, 619 F.2d 67, 205 USPQ 594 (CCPA 1980). 

Status of the Claims 

Claims 1-20 stand rejected. 

Conclusion 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status information 
for unpublished applications is available through Private PAIR only. For more information 
about the PAIR system, see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic Business Center (EBC) at 866- 
217-9197 (toll-free). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Patricia A. Duffy whose telephone number is 571-272- 
0855. The examiner can normally be reached on M-Th 6:30 am - 6:00 pm. If attempts to 
reach the examiner by telephone are unsuccessful, the examiner's supervisor, Lynette 
Smith can be reached on 571-272-0864. 

The fax phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 

Patricia A^Duf fy, Ph.D. 
Primary Examiner 
Art Unit 1645 
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In re:10/063,692 

Please search SEQ ID NOs:38 and 37 and oligomers thereof. 

Please run the amino acid sequence of SEQ ID NO:38 against the NA database. 

Please perform a commercial and interference database search. 

Please print out top 100 hits in each of the above. 

Thank you. 

Patricia A. Duffy, Ph.D. 
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FIGURE 38 

MELGCWTQLGLTFLQLLLISSLPREYTVINEACPGAEWNIMCRECCEYDQIECVCPGKREVVGYT 
IPCCRNEENECDSCLIHPGCTIFENCKSCRNGSWGGTLDDFYVKGFYCAECRAGWYGGDCMRCGQ 
VLRAPKGQILLESYPLNAHCEWTIHAKPGFVIQLRFVMLSLEFDYMCQYDYVEVRDGDNRDGQII 
KRVCGNERPAPIQSIGSSLHVLFHSDGSKNFDGFHAIYEEITACSSSPCFHDGTCVLDKAGSYKC 
ACLAGYTGQRCENLLEERNCSDPGGPVNGYQKITGGPGLINGRHAKIGTWSFFCNNSYVLSGNE 
KRTCQQNGEWSGKQP I C I KACREPK I S DLVRRRVLPMQVQSRETPLHQL YSAAFSKQKLQSAPTK 
KPALPFGDLPMGYQHLHTQLQYEC I SP FYRRLGSSRRTCLRTGKWSGRAPSC I PICGKI ENI TAP 
l 3 . KTQGLRW PWQAAI YRRTSGVHDGS LHKGAW FLVCSGALVNERT WVAAHCVTDLGKVTMI KTADL 

Q KWLGKFYRDDDRDEKTIQSLQISAIILHPNYDPILLDADIAILKLLDKARISTRVQPICLAASR 
O DLSTSFQESHITVAGWNVLADVRSPGFKNDTLRSGWSWDSLLCEEQHEDHGIPVSVTDNMFCA 
V: SWEPTAPSDICTAETGGIAAVSFPGRASPEPRWHMGLVSWSYDKTCSKRLSTAFTKVLPFKDWI 

%v- 

m ERNMK 

S 

fU Important ^faafnrfia^of the protein: 

f a ^^B±gnal peptide . 

r.l amino acids 1-23 

IM . 

EGF-like domain cysteine pattern signature. 

is:' 

il| amino acids 260-272 

□ N-glycosylation sites. 

^ amino acids 96-100, 279-283, 316-320, 451-455, 614-613 

N-myristoylation sites, 

amino acids 35-41, 97-103, 256-262, 284-290, 298-304, 308-314, 
474-480, 491-497, 638-644, 666-672 
Amidation site, 
amino acids 56-60 
Serine proteases, trypsin family. 
. amino acids 489-506 
CUB domain proteins profile. JjyuCjd^^^ 




amino acids 150-167 
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FIGURE 37 



CGCTCGGGCACCAGGCGCGGCAAGOATGGA3CT3GGTTGCTGGACGCAGTTGGGGCTCACTTTTCTTCAGCTCCTTCTCATC 
TCGTCCT TGCC AAGAGAGT ACACAGTC ATTAATGAAGCC TGCCC TGGAGCAGAG TGGAATATCATGTG TCGGGAGTGC T GTG 
AATATGATCAGATTGAGTGCGTCTGCCCCGGAAAGAGGGAAGTCGTCGGTTATACCATCCCTTGCTGCAGGAATGAGGAGAA 
T GAGTGTGACTCC TGC CTGAT CC AC CC AGGTTGTACCATCTT TGAAAACTGCAAGAGCTGC CGAAATGGCTC ATGGGGGGG? 
ACC TTGGATGACT TC T ATGTGAAJCKjG^T TCT ACTGTGCAGAGTGCCGAGCAGGC TGG TACGGAGGAGAC TGC ATGC GATGTG 

gccaggttctgcgagccccaaagggtcagattttgttggaaa^ 

taaacctgggtttgtcatccaactaagatttgtcatgttgagtctggagtttgactacatgtgccagtatgactatgttgag 
gttcgtgatggagacaaccgcgatggccagatcatcaagcgtgtctgtggcaacgagcggccagctcctatccagagcatag 

GATCCTCACTCCACGTCCTCTTCCACTCCGATGGCTCCAAGAATTTTGACGGTTTCCATGCCATTTATGAGGAGATCACAGC 
ATGCTCCrCATCCCCTTGTTTCCATGACGGCACGTGCGTCCTTGAOVAGGCTGGATCTTACAAGTGTGCCTGCTTGGCAGGC 
T ^T ACTGGGCAGCGCT GTGAAAATC TCC T TGAAGAAAGAAACTGCTC AGACC C TGG GGGCCC AGTCAATGGGTAC C AGAAAA 
li;- TAACAGGGGGCCCTGGGCTTATCAACGGACGCCATGCTAAAATTGGCACCGTGGTGTCTTTCTTTTGTAACAACTCCTATGT 
?ssi TCT TAGTGGCAATGAG AAAAGAACT TGCC AGCAGAATGGAGAG?GG?C AGGGAAACAGCCC ATC TG" A? ARAAGCC TGC 

"| GAACCAAAGATTTCAGACCTGGTGAGAAGGAGAGTTCTTCCGATGCAGGTTCAGTCAAGGGAGACACCATTACACCAGCTAT 
^ AC T CAGCGGCC TTCAGCAAGCAG AAAC TGCAGAGTGC CC C TACCAAGAAGCCAGCCCTT CC CTT TG3AGAT C TGC CC ATGGG 

I?- ATACCAACATCTGCATACCC^GCTC(^GTATGAGTGCATCTCACCCTTCTACCGCCGCCTGGGCAGCAGCAGGAGGACATGT 
%3 CTGAGGACTGGGAAGTGGAGTGGGCGGGCACCATCCTGCATCCCTATCTGCGGGAAAATTGAGAACATCA^ 
fll CCCAAGGGT TGCGCTGGCCG T GGC AGGC AGC CATC TAC AGGAGGACCAGCGGGGTGC ATGACGGC AG CCTAC ACAAGGGAGC 

£ GTGGTTCCTAGTCTG(^GCGGTGCCCTGGTGAATGAGCGCACTGTGGTGGTGGCTGCCCACTGTGTTACTGACCTGGGGAAG 
£I| GTC ACCATGAT CAAGAC AGCAGACC TGAAAGTTGTTTTGGGGAAATTCT ACC G GGATGATGACCGGG ATGAG AAGAC CAT CC 

fJ! AGAGCCTACAGATTTCTGCTATCATTCTGCATCCCAACTATGACCCCATCCTGCTTGATGCTGACATCGCCATCCTGA^GCT 
CCTAGACAAGGCCCGTATCAGCACCCGAGTCCAGCCCATCTGCCTCGCTGCCAGTCGGGATCTCAGCACTTCCTTCCAGGAG 
TCCCACATCACTGTGGCTGGCTGGAATGTCCTGGCAGACGTGAGGAGCCCTGG 

TGGTCAGTGTGGTGGACTCGCTGCTGTGTGAGGAGCAGCATGAGGACCATGGCATCCCAGTGAGTGTCACTGATAACATGTT 
CTGTGCCAGCTGGGAACCCACTGCCCCTTCTGATATCTGCACTGCAGAGACAGGAGGCATCGCGGCTGTGTCC7TCCCGGGA 
CGAGCATC TCC TGAGCCACGC TGGCATCTGATGGGAC TGGTCAGCTGGAGC TATGATAAAACATGCAGCCACAGGCTCTCC A 
CTGCC TTC ACCAAGGT GC TGCCT T T TAAAGAC TGGAT TGAAAGAAATATGAAATGAACC AT GC TCAT GCAC TCC TTG AGAAG 
TGTTTCTGTATATCCGTCTGTACGTGTGTCATTGCGTGAAGCAGTGTGGGCCTGAAGTGTGATTTGGCCTGTGAACTTGGCT 
GTGCCAGGGCTTCTGACTTCAGGGACAAAACTCAGTGAAGGGTGAGTAGACCTCCATTGCTGGTAGGCTGATGCCGCGTCCA 
C TAC TAGG ACAGCCAAT TGGAAG ATGCC AGGGCTTGC AAGAAGTAAGTTTCT TCAAAGAAGACC ATAT AC^ TCTC CA 
CTCCACTGACCTGGTGGTCTTCCCCAACTTTCAGTTATACGAATGCCATCAGCTTGACCAGGGAAGATCTGGGCTTCATGAG 
GCCCCTTTTGAGGCTCTCAAGTTCTAGAGAGCTGCCTGTGGGACAGCCCAGGGCAGCAGAGCTGGGATGTGGTGCATGCCTT 
TGTGT ACATGGCC AC AGTAC AGTC TGGTCCTT TTCC TTC C C CATC TC T TGT AC AC ATTTT AAT AAAATAAGGGTT GGCTTCT 
GAAC TACaAAAAAAAAAAAaAAAAAAAAAAAAA 

AAAAAAAAAAAAAAAAAAAAAPAAAAAAAAAAAAAAAAAAAAAAAAAAAAaA^ 
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